DEPARTMENT OF HEALTH & HUMAN SERVICES 



Public Health Service 



Food and Drug Administration 
Rockville MD 20857 



DEC 2 1 2004 



Certified Mail 

Return Receipt Requested 

Gilbert Godin 
President and CEO 
MDS Pharma Services 
The Triad 

2200 Renaissance Blvd., Suite 400 
King of Prussia, PA 19406-2755 



Dear Mr. Godin: 



Between September 13 and October 1 , 2004, Susan F. Laska, Sriram Subramaniam, Ph.D., 
Martin K. Yau, Ph.D., Michael F. Skelly, Ph.D., Nilufer M. Tampa], Ph.D. and Jacqueline A. 
O'Shaughnessy, Ph.D., representing the Food and Drug Administration (FDA), inspected several 
bioequivalence studies conducted by MDS Pharma Services (MDS) in Saint-Laurent, Montreal 
(Quebec) Canada, including the following: 
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This inspection is a pan of FDA's Bioresearch Monitoring Program, which includes inspections 
designed to evaluate the conduct of research, to ensure that the rights, safety, and welfare of the 
human subjects of the study have been protected, and to verify compliance with 1 \X)t 21 ot the 
Code of Federal Regulations (CFR), Part 320, Bioavailability and Bioequivalence Requirements. 

This inspection was conducted subsequent to previous FDA inspections and correspondence to 
MDS documenting significant deficiencies at this facility. FDA initially inspected^ } Study 
C I in July 2003 and concluded that you failed to conduct a thorough and systematic 

evaluation of the contamination that occurred during study sample analysis, resulting in the 
submission of invalid data to FDA. After the July 2003 FDA inspection, you made minor 
modifications to the original analytical method and reanalyzed the f_ 3 *udy samples in 
October/November 2003- FDA inspected the reanaly 2 ed data in February 2004 and found that 
vou made the minor modifications without conducting a systematic investigation to identify the 
source of contamination in the original method. On April 26, 2004, FDA sent you a letter 
discussing your inadequate approach to investigating sources of contamination m bioequivalence 
studies and your lack of policies and procedures to address such contamination issues. At your 
request FDA met with representatives of MDS on August 10, 2004 to discuss outstanding issues 
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related to these inspections and FDA's letter to you. 

At the conclusion of the current inspection, our personnel presented and discussed withd 3 
r 1 C A the items listed on Form FDA 483, Inspection^ Observations. Following our 
review of "ihe 'establishment inspection report and related documents,. ^^£1*^*™ 
vou and C J Ph.D. dated November 1 2, 2004 in response to lorm FDA 483, we 

conclude that you failed to demonstrate that the analytical methods used in several ,n vivo 
bioavailability studies conducted in your facility could accurately measure the ^tual 
concentration of the active drug ingredient, or its active metabolite, achieved m the body, as 
reouired by 21 CFR 320.29(a). Specifically, wc found a systemic problem of inadequate 
r^s and investigation of anomalous results across multiple studies for multiple sponsors 
Became you failed fo resolve numerous unexpected results, your analytical methods were not 
demonstrated to be accurate when utilized in the following bioequivalence studies: 

C 3 g 3 Study C 3 

This study used the same analytical method <C . ^^^l^i^ 

fnrV 1 Our inspection confirmed evidence of contamination in the C Jstudy similar 
£ that found^heC " Jnudy. Specifically, blanks, calibration standard, quality control and 
subject samples 

Le study samples and found ^^^J^^^^^ 

contamination, the reported study data -nnot be con ^^ te ^£ cmbcr 8 , 2 P 00 4 that 

our understanding that the sponsor agreed on September 10, 2004. 

C 3C _2 Studies C 2 ™ 6 C , 7 ^ 

£ 1 Studies^ Jand C ^ 

• .. -, in( i r ?) and thed JC 3 

^ 3^ies(C 3«J ^ j me thod similar to that 

StU , lCS 2t ■ vim r Tsuidy except that the calibration range was narrower (i.c C J 
used m the invalid £ 7*udy, excep . lk)n of thcse studies found evidence of 

instead of C. f 10 *>- n ,. md C 1 studies. For example, you 

contamination similar to that found in the C n ^^J^ s and foun d significant 
selectively reanalyzed the study f^y^J^^^Z these studies the differences 
differences between a ^onty of the ^ of t b ese unexpected results, 

results cannot be considered accurate. 
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Following a review of your response to FDA Form 483 (letter dated November 12, 2004) we 
conclude that your response is deficient for the following reasons: 

- In vour response dated November 12, 2004, you identified truncation of the calibration range 
Z ine ofTee measures put in place to assure accurate data m your modified analytical 
"etbod o^ 1 rfyour response dated September 8, 2004, you also iden.fied to 

WfhM „ a kev reason for the variability in the invalid^ Jitudy. However, me l 
batches as * i ke r rea on ^ ^ ^ ^ ^ ^ 

£ 1 foff 3 yet still yielded anomalous results. Therefore, your own data 

fch to demonstrate that a truncated calibration range corrects, or even relates to, the 
rnntAmination issues in your analytical method for C J 

^^To^Z ^cJoTLLcL that pre-dilution of Cma* samples wou.d 
I MmSe the ns k o contamination. You believed .ha, pre-dilu.ion was necessary . the 

1 «ody because « Cmax concentrates greatly exceeded be C 3 
C^cahbTationtaitforil 7 aod were adjacent ,„ s.udy samples «fttow 
kvell However, the majority of the Cmax conccn.rattons » * t J and L 4 
studies (-90%) were within the cahbra,,or , hm,t fo, C -^,? h ™e is n0 basis to 
diluted Cmax concentrations in the reanalyzed L •> ^ u y- 
conclude that pre-dilution would correct the contamination issues. 

in summary, neither of these claims was shown to be scientifically valid and your own data 
contradict these claims. 

You, letter date, September S, FDA 

t 3 nud.es as weH. The ^^^1--- » « 

bioequivalence studies, and the apparent fadure of lhal '° c " e ™ Iy . wWch 

Ls. 4 additional studies, causes FDA to ^™n.s a^. h rn*m er^ h ^ ^ 

investigated your operations and procedures .0 assure rDA ma. in y 

in other bioequivalence studies were accurate. 

C It 1. Studies C 3 »"d -C -2.- 

£ 3C 1 -Studies t- Jjod."- 

j- r 3 to aliquot samples and an 

The analytical method for these studies wed the L. ,- hj ana iy, ical me thod was 

online extraction procedure ^"3*^ 3 Our .napection 



Page 4 - MDS Pharma Services, Saint-Laurent (Montreal) Quebec Canada 

concentrations of C 1 even though C . 1 should have been presen, : <e* time pom ts 
near Cmaxl Chromatograms for these samples showed an internal standard peak, but the 
r Tptk was either absent or below the limit of quantitation (BLQ). Because measurable 
f 1 Concentrations were found in the time points surrounding these samples, the BLQ 
results were unexpected. You failed to investigate the cause of these anomalous results or 
e s Z xL affected samples. Because of these missing values the reported pharmacokmeUc 
oaTa^etors (Cmax and AUC) cannot be considered accurate. The data used to assess 
SSSSS^to Indies was not demonstrated to reliably reflect the actual concentrauon 
of L ~3 achieved in the body at certain tune points. 

Tn summarv we wish to emphasize that our recent inspection identified multiple studies in 
addu^n to thel J tudy in which you failed to properly investigate anomalous results (4 
adduiontMhe y WebelieV e that these fmdings may indicate a more 

widesprea Tproblem at your facility. As a result, FDA has concerns about the validity of other 
widespread prooiem a j ^ including data submitted in support of currently- 

btoequivalence data generate b ^£ that y o U re vjew the validity of equivalence studies 
approved apphcauons. F °A recommend^ mat yo FDA to discuss a plan 

you conducted wiunin *e laso l^^^^m to verify the validity of submitted 
l^ATeSS of^ucn Z cou'result in rejection of data where cucumstances 
w^: ^^ioduc* PO-ible reconsideration of a product's therapeutic 
equivalence rating. 

If vou have questions or concerns abou, Ore issues raised in <h,s le„er, please repiy <k 

C-T. Viswanathan, Ph.D. 

Associate Director, Bioequivalence 

Chief, GLP & Bioequivalence Investigations Brancn 

Division of Scientific Investigations 

Office of Medical Policy 

Center for Drug Evaluation and Research 

7520 Standish Place, Room 1 1 6 

Rockville, MD 20855 
Telephone: (301) 827-5460 

Sincerely, 

Joanne L. Rhoads, M.D., MPH 
Director 

Division of Scientific Investigations 

Office of Medical Policy 

Center for Drug Evaluation and Research 



